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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 .This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** s hows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The object for prevention of non-insulin dependent diabetes mellitus or the physic constituent 
for a therapy which contains the leaf extract of a mulberry, and the mixture of an agaricus extract as an 
active principle. 

[Claim 2] The physic constituent according to claim 1 the range of whose compounding ratio of the leaf 
extract of a mulberry and an agaricus extract is 1:300-300:1 (weight ratio). 

[Claim 3] The object for prevention of the non-insulin dependent diabetes mellitus which contains the 
leaf extract of a mulberry, and the mixture of an agaricus extract as an active principle, or health food 
for a therapy. 

[Claim 4] Health food according to claim 3 the range of whose compounding ratio of the leaf extract of 
a mulberry and an agaricus extract is 1:300-300:1 (weight ratio). 



[Translation done.] 
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* NOTICES * 

JPO and INPIT are not responsible for any 
damages caused by the use of this translation. 

1 This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2 **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the physic constituent and health food prevention of the 
non-insulin dependent diabetes mellitus (it is called "NIDDM" below insulinnon-independent diabetes 
mellitus:) containing the leaf extract of a mulberry which can be taken in easily every day, and the 
mixture of the extract of agaricus, and for a therapy, taking an everyday meal. 
[0002] 

[Description of the Prior Art] If reserves who according to the investigation of a "diabetes-mellitus 
research-study enterprise" conducted at the Ministry of Health and Welfare in 1994 are suspected to be 
diabetes mellitus even if the diabetic in our country amounts to 6 million people and it is not undergoing 
the therapy, such as a man of a "boundary mold" and potential diabetes mellitus, are included, it is said 
that it amounts to 10 million - 12 million people. Especially NIDDM occupies 90% or more of diabetes 
mellitus. A hyperglycemia condition is discovered henceforth [ middle age ], a hyperglycemia condition 
will continue for many years in many cases, and, generally a meal and the kinesitherapy will serve as a 
foundation of a therapy. Therefore, prevention and a remedy of NIDDM which can be taken in though 
an everyday meal is taken are desired. 

[0003] Moreover, in our country, a little more than 40 percent of the patient under diabetes-mellitus 
therapy has received administration of an oral hypoglycemic agent. However, if many side effects, such 
as a hematopoietic organ failure, an impaired liver function, and digestive trouble, are reported and these 
oral hypoglycemic agents (especially a sulfonyl urea agent <SU agent>, a pig ANAIDO agent, 
sulfanilamide) etc. have no directions of a medical practitioner, recipe is difficult for the present 
condition. Therefore, when long-term recipe is taken into consideration, it looks forward to prevention 
and the remedy of NIDDM safe also from the field of a side effect, and cheap. 
[0004] 

[Problem(s) to be Solved by the Invention] The purpose of this invention is to offer the health food 
which can take in easily and has the physic constituent or the same effectiveness NIDDM prevention 
safe also from the field of a side effect, and for a therapy, though an everyday meal is taken. 
[0005] 

[Means for Solving the Problem] Agaricus (Agaricus blazei) is the mushroom of the department 
Agaricus of the agaric extracted in Brazil and the State PIEDATE city suburbs of Sao Paulo. In recent 
years, an anticancer operation (antitumor activity) of this agaricus attracts attention from the cancer 
researcher of the West and Japan, and it is shown clearly that it has an anticancer operation through 
activation of an immune system by polysaccharide, such as beta-D-glucan which is a component. 
Moreover, it is also known that this agaricus has a hypoglycemic action also to diabetes mellitus. 
[0006] On the other hand, a mulberry is the vegetation belonging to Moraceae. The leaf (Morus alba L.) 
of this mulberry contains metals, such as amino acid, such as saccharides, such as cane sugar, fruit 
sugar, and grape sugar, an aspartic acid, and glutamic acid, various vitamins, and zinc. Moreover, it has 
a hypoglycemic action, it is known that there is effectiveness which prevents diabetes mellitus, and the 
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leaf of a mulberry is used as Chinese orthodox medicine from ancient times. 

[0007] This time, by mixing the leaf extract and agaricus extract of a mulberry, also unexpectedly the 

synergistic effect is done so, and this invention persons came to complete a header and this invention for 

acting more effectively to diabetes mellitus rather than using it independently, respectively. 

[0008] That is, this invention offers the physic constituent for NIDDM prevention and a therapy which 

contains the leaf extract and agaricus extract of a mulberry as an active principle. 

[0009] Moreover, this invention offers the health food which comes to contain the mixture of the leaf 

extract of a mulberry, and an agaricus extract. 

[0010] 

[Embodiment of the Invention] Hereafter, the physic constituent and health food of this invention are 
explained. 

[001 1] The physic constituent and health food of this invention contain the mixture of the leaf extract of 
a mulberry, and an agaricus extract as an active principle. 

[0012] In an ebullition water bath (95-100 degrees C), the leaf (henceforth the leaf M the Hara crude 
drug" of a mulberry) of the mulberry which carried out after [ desiccation ] disintegration is heated for 5 
- 20 minutes, and, subsequently, the leaf extract of a mulberry filters it in a hot water bath (60-80 
degrees C) for 2 - 10 minutes, and condenses filtrate. By request, concentration extractives can also be 
freeze-dried further. On the other hand, by the same preparation approach as the leaf extract of the 
above-mentioned mulberry, an agaricus extract can also leave the agaricus (henceforth agaricus "the 
Hara crude drug") which carried out after [ desiccation ] disintegration, and can be obtained at the same 
extract process. In addition, after the mixture of the leaf extract of these mulberries and an agaricus 
extract mixes the leaf "the Hara crude drug" and agaricus "the Hara crude drug" of a mulberry, it can 
also be prepared according to the above-mentioned process. 

[0013] The leaf extract and agaricus extract of a mulberry which were obtained above can be mixed by 
the desired ratio, and mixture can be obtained, a compounding ratio - the viewpoint of the synergistic 
effect - a weight ratio - agaricus extract: ~ the range of leaf extract =1 :300-300:l of a mulberry is 
desirable. 

[0014] this mixture - tablet-izing and granulation - or it can liquids-and-solutions-ize and can consider 
as a tablet separate-packaging article, a granulation separate-packaging article, or liquids and solutions. 
On the occasion of the above-mentioned pharmaceutical-preparation-izing, in for example, tablet-izing 
and granulation, idiomatic excipients, such as a lactose, a dextrin, starch, and a cellulose, can be used by 
request, and idiomatic additives, such as a stabilizer and a preservative, can be used by request by 
liquids-and-solutions-ization. As an exception method, a suitable bottle (glass, a can, and moisture-proof 
fiber papers) can also be filled up. 

[0015] The range of the total quantity of the leaf extract of the mulberry blended with the physic 
constituent of this invention and an agaricus extract is 30-3000mg per 1-time dose. 
[0016] Moreover, when the total quantity of the leaf extract of the mulberry per one lock and an agaricus 
extract is the tablet which is 10-250mg, as for the physic constituent of this invention, it is desirable to 
take 3 - 6 lock / time to daytime, the ter die of supper, and time before a meal in the morning. Moreover, 
when the total quantity of the leaf extract of the mulberry per bundle and an agaricus extract is 
granulation which is 50-250mg, it is desirable to take a time to daytime, the ter die of supper, and time 
before a meal in 1-6 bundles /in the morning. Furthermore, when the total quantity of the leaf extract of 
the mulberry per 1ml pharmaceutical preparation and an agaricus extract is the liquids and solutions 
which are 50-250mg, it is desirable to take a time to daytime, the ter die of supper, and time before a 
meal in l-3ml /in the morning. 

[0017] In addition, since the physic constituent of this invention is a hot water extract obtained from the 
leaf and agaricus of a mulberry which human beings have taken in from the former, it is nonpoisonous. 
[0018] moreover, the health food of this invention - said mixture which may have been carried out -- 
said -- it carried out - the time - an excipient and an additive ~ auxiliary food -- it can consider as 
gestalten (grain-refining separate packaging, a solid round grain, triangular grain, etc.) or the gestalt 
which remelted in the water solution and was blended into the drink. 
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[0019] 

[Example] Although the example of preparation and an example are given to below and this invention is 
explained to it in more detail, this invention is not limited to them. 

[0020] example 1 of preparation preparation of the leaf extract of a mulberry - after having dried the 
leaf of a mulberry in the shade, carrying out hot air drying at 70-85 degrees C and performing wet 
sterilization, it dried at 50-70 degrees C for several [ further ] hours. Disintegration of the leaf of the dry 
mulberry was carried out, and the leaf of the mulberry of 120 meshes was obtained. 50 thru/or distilled 
water of 500 time weight were added to the leaf M the Hara crude drug" of this mulberry. Subsequently 
this was heated for 10 minutes in the hot water bath (70 degrees C) for 5 minutes in the ebullition water 
bath (95 degrees C), and was filtered in quantitative filter paper. This filtrate was condensed under 
reduced pressure with the concentration machine (product made from Tokyo RIKAKIKAI), and 
concentration extractives were obtained. Subsequently, this was freeze-dried with the freeze dryer 
(EYELA FDU-506), and the freeze-drying object was obtained. 

[0021] Example 2 of preparation After having dried the preparation agaricus of an agaricus extract in the 
shade, carrying out hot air drying at 70-85 degrees C and performing wet sterilization, it dried at 50-70 
degrees C for several [ further ] hours. Disintegration of the dry agaricus was carried out and the 
agaricus of 120 meshes was obtained. 50 thru/or distilled water of 500 time weight were added to this 
agaricus "the Hara crude drug." Subsequently this was heated for 10 minutes in the hot water bath (70 
degrees C) for 5 minutes in the ebullition water bath (95 degrees C), and was filtered in quantitative 
filter paper. This filtrate was condensed under reduced pressure with the concentration machine (product 
made from Tokyo RIKAKIKAI), and concentration extractives were obtained. Subsequently, this was 
freeze-dried with the freeze dryer (EYELA FDU-506), and the freeze-drying object was obtained. 
[0022] After mixing lOOmg [ of leaf extracts of the mulberry obtained in the example 1 of example 1 
preparation ], 50mg [ of agaricus extracts obtained in the example 2 of preparation ], 30mg [ of 
reduction maltose starch syrups ], and dextrin 5mg, and 15mg of glycerine fatty acid esters and carrying 
out screening in granulation, desiccation, and 16 meshes, according to the conventional method, the 
physic constituent of this invention of a tablet gestalt (a hexagon-head lock, a round tablet, or triangular 
lock) was obtained. 

[0023] After mixing lOOmg [ of leaf extracts of the mulberry obtained in the example 1 of example 2 
preparation ], 50mg [ of agaricus extracts obtained in the example 2 of preparation ], 30mg [ of 
reduction maltose starch syrups ], and dextrin 5mg, and 15mg of glycerine fatty acid esters and carrying 
out screening in granulation, desiccation, and 16 meshes, according to the conventional method, the 
health food of this invention of a tablet gestalt (a hexagon-head lock, a round tablet, or triangular lock) 
was obtained. 

[0024] After mixing lOOmg [ of leaf extracts of the mulberry obtained in the example 1 of example 3 
preparation ], 50mg [ of agaricus extracts obtained in the example 2 of preparation ], and dextrin 38mg, 
and 12mg of tricalcium phosphate and carrying out screening in granulation, desiccation, and 16-80 
meshes, it granulated according to the conventional method and the physic constituent of this invention 
of a granule gestalt was obtained. 

[0025] After mixing lOOmg [ of leaf extracts of the mulberry obtained in the example 1 of example 4 
preparation ], 50mg [ of agaricus extracts obtained in the example 2 of preparation ], and dextrin 38mg, 
and 12mg of tricalcium phosphate and carrying out screening in granulation, desiccation, and 16-80 
meshes, it granulated according to the conventional method and the health food of this invention of a 
granule gestalt was obtained. 

[0026] The mixture of 50mg of agaricus extracts obtained in lOOmg of leaf extracts and the example 2 
of preparation of a mulberry which were acquired in the example 1 of example 5 preparation was 
remelted to 1ml distilled water, and the glass bottle for 30ml with a dropper was filled up, it liquids-and- 
solutions-ized, and the physic constituent of this invention of a liquids-and-solutions gestalt was 
obtained. 

[0027] The mixture of 50mg of agaricus extracts obtained in lOOmg of leaf extracts and the example 2 
of preparation of a mulberry which were acquired in the example 1 of example 6 preparation was 
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remelted to 1ml distilled water, and the glass bottle for 30ml with a dropper was filled up, it liquids-and- 
solutions-ized, and the health food of this invention of a liquids-and-solutions gestalt was obtained. 
[0028] In the trial exam of effectiveness to the diabetes mellitus of the physic constituent of this 
invention, by adding in a diet, the natural onset diabetes-mellitus mouse (KK-Ay mouse) was medicated 
with the leaf extract of the mulberry obtained in the example 1 of preparation, the agaricus extracts 
obtained in the example 2 of preparation, or such mixture, and the improvement effect of the blood 
sugar level of the leaf extract of a mulberry and/or an agaricus extract was examined. Since this KK-Ay 
mouse discovers serious obesity and hyperglycemia by 7-8 weeks old, it is the symptoms model animal 
which was used for research of an elucidation of the onset device of NIDDM which has a diabetic's 
large majority, and was suitable for screening of an antidiabetic drug especially. The 
saccharometabolism improvement effect over this NIDDM model mouse is as follows. In addition, the 
test data carried out statistics processing by the one way analysis of variance, and performed significant 
difference assay by the multiplex comparison of Tukey. 

[0029] 1. Experiment approach 1 The KK-Ay system male mouse of 5 weeks old of breeding conditions 
of a NIDDM model mouse was purchased, and preliminary breeding was performed. Then, the blood 
sugar level in blood collecting was measured at the time of hungry, and the mouse was classified into 
four groups so that the blood sugar level at the time of experiment initiation of each group might 
become almost uniform. AIN-76 feed as experimental diet — the basic base ~ a control group (A group: 
six animals), 5% administration group (B group: six animals) of mulberries, and a mulberry ~ it 
experimented by dividing into a 5%+ agaricus 5% administration group (C group: six animals) and an 
agaricus 5% administration group (D group: six animals). Independent breeding of the mouse was 
carried out during the experiment period for 78 days under the room temperature of 22**2 degrees C, 
and light-and-darkness cycle (7:00 - 19:00) conditions of 12 hours, and in the plastics cage, and free 
intake of food and potable water was carried out. 

[0030] 2) In the preparation book experiment of experiment feed, milk casein was used as a source of 
protein. In the mulberry and/or the agaricus administration group (B, C, and D group), it adjusted by 
deducting the addition of the mulberry blended into feed, and/or an agaricus extract from the amount of 
corn starches. The presentation of the feed for an experiment was shown in Table 1. 
[0031] 
[Table 1] 
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[0032] 3) A feed group and the number of animals are shown in a feed group and the animal table 2. 
[0033] 
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[Table 2] 
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[0034] 4) The carbohydrate tolerance test currently frequently used for the 10th week by the clinical trial 
after carbohydrate tolerance test feed intake initiation was performed, and glucose tolerance was 
investigated. The sugar load conditions are as follows. After making a mouse abstain from food for 24 
hours, soluble starch was administered orally in 2 g/kg weight. It collected blood from the caudal vein 
before administration, after [ 30 and 60,120 ] administration, and in 180 minutes, and the blood sugar 
level was measured by the enzyme electrode method using the small blood sugar measuring instrument 
guru test (product made from the first science of Kyoto). 

[0035] 2. An experimental result experimental result is shown in Table 3 and drawing 1 . Table 3 is after 
feed intake initiation before administration of the soluble starch in the 10th week, after [ 30 and 60,120 ] 
administration, and as a result of [ of the blood sugar level for 180 minutes ] measurement. Moreover, 
drawing 1 is a graph which shows aging of the blood sugar level, a mulberry a /agaricus 
coadministration group (C group) — a mulberry -- it became clear from the independent administration 
group (B group) and the agaricus independent administration group (D group) to control after [ 30 and 
60 ] administration and the blood sugar level for 120 minutes, a mulberry since especially soluble starch 
is the principal component of many legumes, such as cereals, corms, and legumes, ~ the multiplication 
blood sugar level depressor effect by /agaricus coadministration is considered to be a significant thing to 
diabetic prevention and a diabetic therapy. 
[0036] 
[Table 3] 
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[0037] The mixture of the leaf extract of a mulberry and an agaricus extract brought about the 
improvement effect of the outstanding blood sugar level from the case where it takes in independently, 
respectively the above result. That is, the synergistic effect with the effectiveness which heightens the 
immunity force by the inhibition effectiveness of the alpha-glucosidase by the active principle 
considered to be contained in the leaf extract of a mulberry and active principles, such as beta-D-glucan 
considered to be contained in an agaricus extract, and normalizes work of an insulin became clear, and it 
became clear that the physic constituent and health food were a safe and ideal constituent very effective 
in a diabetes-mellitus improvement and. 
[0038] 

[Effect of the Invention] Though it is effective for the therapy of NIDDM and an everyday meal is taken 
by this invention, it can take in easily and the physic constituent and health food of a side effect safe also 
from a field are offered. 



[Translation done.] 
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